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BACKGROUND 


METHODS 


I  ;  OBJECTIVE 


DISCLOSURES 


ARMY  MEDICINE) 


Table  1 .  Data  Collection  Form  [mean  (SD)  percentage  of  labeled 
amount] 

Storage  Conditions 

Testing  25±2°C  30±2°C  30+2°C  40+2‘ 

interval  60±5%  RH  65±5%  RH  35+5%  RH  75+5% 


Pyridostigmine  bromide  30mg  is  indicated  for  military  medical  use 
as  a  pretreatment  for  Soman  gas  when  used  in  conjunction  with 
injections  of  atropine  and  pralidoxime,  and  protective  garments. 

Pyridostigmine  bromide  (CgH^BrNgCy  is  a  carbamate-based 
acetylcholinesterase  (AChE)  inhibitor  that  prevents  the  hydrolysis 
of  acetylcholine  (ACh)  in  the  peripheral  nervous  system. 

n 


Stability  is  defined  as  the  retention  of  at  least  95%  of  the 
labeled  concentration. 

Pyridostigmine  bromide  30mg  tablets  will  be  assayed  in 
triplicate  at  five  time  points  and  four  temperature  and  humidity 
conditions  (0,  3,  4,  5,  and  6  months). 

Storage  definitions: 

>  Ideal  storage  conditions  are  defined  as  controlled  room  temperature 
per  the  United  States  Pharmacopeia  <659>,  Packaging  and  Storage 
Requirements.4 

>  Real-life  storage  conditions  are  defined  based  on  the  International 
Council  for  Harmonisation’s  (ICH)  Quality  Guidance,  which  the  FDA 
recognizes  as  the  governing  document  for  drug  stability  testing 
requirements  and  procedures  in  the  United  States. 

To  guide  the  member  states  on  long-term  drug  stability  testing 
conditions,  the  ICH  uses  the  World  Health  Organization’s 
definition  of  climatic  zones.5  Based  on  the  guidance,  four 
storage  conditions  were  identified  as  optimal  to  simulate  four 
climatic  zones  and  one  accelerated  study  storage  condition 
(Table  1). 

Samples  will  be  analyzed  in  triplicate  using  two  methods:  high- 
performance  liquid  chromatography  to  determine  the  content  of 
the  drug  substance  in  the  tablets  (assay)  and  mass 
spectrometry  to  assess  degradation  by-products. 


o  months 

3  months 

4  months 

5  months 

6  months 


RH:  relative  humidity 

HPLC:  high-performance  liquid  chromatography 
MS:  mass  spectrometry 


AChE  inhibition  results  in  ACh  accumulation  at  cholinergic 
synapses  which  facilitates  impulse  transmission  across  the 
neuromuscular  junction.  Unlike  organophosphates,  carbamates 
are  considered  reversible  AChE  inhibitors  because  they  can  be 
split  from  AChE  by  spontaneous  hydrolysis.  Consequently,  they 
exhibit  a  protective  effect  when  used  before  irreversibly-binding 
organophosphates,  like  nerve  gases.1 

In  2003  the  Federal  Drug  Administration  (FDA)  approved 
pyridostigmine  bromide  30mg  tablets  to  increase  survival  after 
exposure  to  nerve  gas.2  The  package  insert  specifies  the  tablets 
must  be  stored  refrigerated  between  2  and  8°C  prior  to  dispensing 
and  instructs  military  personnel  to  discard  the  contents  of  the 
individual  packages  three  months  after  issue.3 

To  date,  studies  have  not  been  conducted  to  determine  the 
stability  of  pyridostigmine  bromide  30mg  tablets  beyond  the  three 
months  in  temperatures  higher  than  2-8°C.  _____ 


Pending.  Storage  conditions  testing  is  scheduled  for  1 
Nov  2017  -  30  Apr  2018.  To  avoid  a  potential  variability  in 
instrument  calibration  and  testing  procedure  all  samples 
will  be  analyzed  at  the  conclusion  of  the  trial. 
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Pyridostigmine  bromide  30mg  unit-of-use  package 


NDC  46594-75001  21  TABLETS 

PYRIDOSTIGMINE  BROMIDE  USP  30  mg 
(Soman  Nerve  Agent  Pre-Treatment  Tablets) 
NSN  6505-01-176-7903 

Directions  for  use: 

1.  STARTTAKING  ONLY  WHEN  ORDERED 
BY  YOUR  COMMANDER 

2.  TAKE  ONE  (1)  EVERY  EIGHT  (8)  HOURS 


Financial  Joanna  Heskett  and  Irene  W,  Lo  declare  no  conflicts  of  interest,  real  or  apparent,  and  no 
financial  interests  in  any  company,  product,  or  service  mentioned  in  this  poster,  including  grants, 
employment,  gifts,  stock  holdings,  and  honoraria, 

Disclaimer.  The  view(s)  expressed  herein  are  those  of  the  authors)  and  do  not  reflect  tho  official 
policy  or  position  of  Brooke  Army  Medical  Center,  the  U.S.  Army  Medical  Department,  the  U.S.  Army 
Office  of  the  Surgeon  General,  the  Department  of  the  Army,  the  Department  of  the  Air  Force, 
Department  of  Defense,  or  the  U.S.  Government, 


The  purpose  of  this  study  is  to  determine  the  stability  of 
pyridostigmine  bromide  30mg  tablets  up  to  six  months  after 
removal  from  refrigeration  in  varying  temperature  and  humidity 
storage  conditions. 


Lot  No.:  8151 13 
Expiration  Date:  OCT  2018 

DISCARD  CONTENTS 
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3  46594-750-01  * 

Valeant  Canada  limited,  Montreal,  Quebec  H4R2P9 
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